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E GARNER IAN/ IN 

E GARNER, IAN/ IN 

E DALRYKPLE, MICHAEL L/IM 

E PRUNKARD, DONNA E/IN 

E FOSTER, DONALD C/IH 
Li 7 S E3 

L£ 3»4 S TRANSSEN? 

L3 3-856 S FIBRINO? 

L4 him s m&m 

L5 37 S ZYH0GBETIC3/ft=N 

L6 3 S L£ <P> L3 

L7 1763 3 KfitftfRY 

L6 iB S L2 (Pi L7 

L9 S3 LS AND L5 

Lie 7 9 L2 AND L3 

Lii 385 3 L3 in) L4 

LIE' 3 9 Lli (P) iCDNfi OR BENE) 

=> iou v 
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(FILE 'HOME' ENTERED AT 09;24s29 ON 24 j#j 95) 

FILE »CA' ENTERED AT 89:24s35 QM 24 JAN 93 

E BARKER I/fiU 
Li 28 S E3-E5 

E DALRYT4PLE K./AU 

E DALRYMPLE BICHflEL L/AU 

E DALRYMPLE H L/AU 

E PRUHKARD D/AU 
L2 4 S E4-E5 

E FOSTER D C/AU 
L3 2 S E3 

E FOSTER DONALD C/AU 
L4 38 S E3-E4 

E FOSTER DC/AU 
L5 64 S L1-L4 

L6 14381 S F3BRINDS? 

L7 0 S L5 AND lb 

L8 8997 S TRANSSEN? 

L9 3 S L5 AND L8 

LIB 0 S Lh AND L7 

Lli 1945 S Lfe AND BETA 

L12 121 S L& (A) BETA 

L13 253 S L6 (A) GANMA 

L14 229 S L6 (A) ALPHA 

L15 558 S L12-L14 

Lit 39 S L15 AND RECttB? 

L17 125& 3 L6 (A) HUMAN 

LIS 29 S L17 AND CDNA 

L19 5 S L17 (3A> CBNft 

L2» 4 S ZEBESB 

L21 2 S ZB1219B 

L22 256 S LS AND MAMMARY 

L23 2373 S LACTOSLGBULIM 

L24 25570 S CASEIN 

L25 2593 S LACTffi-BUMIN 

L26 288 S (L22-L25) (2A) PROMOTERS 

L27 115 S L2* AND L22 

L28 23 S L22 AND LACTOSLOBULIN 

FILE MIOSIS' ENTERED AT §9:44:21 ON 24 JAN 95 
L29 18 S L28 

=} loy y 

'LOY 1 IS NOT A RECOGNIZED COflW® 

The previous coaiand naee entered was not recognised fav the svsies. 
For a list of cossands available to you in the current file, enter 
"HELP COWS 8 at an arroH proeut «=>}. 
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116:122167 Hiqh level expression of active huaan aioha-i-antitrvpsi!* 
the cilk of ***tran£aenicm sheep, fcriqht, S. s Carver, A,; 
Cottoa, D. ; Reeves, D. ; Scott. A,; Siaons. P.i Mil But. L : 
***Garner f ; Colean. A. (Phara. Proteins Ltd., Edinburgh, EH? 

3JQ, UK). Bio/Technoloov. 9(9). 839-4 (Enolhh) 1991. COPErh 
BTCHDA. ISSN: 0733-222X. 
AB The Generation of 5 sheep ***tran&fienicHHHf far a fusiei: of the 
ovine . beta. -iactoulubulin oene orosotor to the huoan 
.alpha, i-antitrypsin (h. aloha. IflT) uenoaie seauences is describe*]. 
Four of these anisals are fesale and ! sale, final* of the 
expression of h. alpha.! AT in the eilh of 3 of -these fecales shows 
that all express the hunan protein et levels oreafcer than 1 a oer L 
In one case initial levels exceeded £0 o/L and stabilized at aporex. 
35 q/L as lactation prooressed. Huaan .aloha. iAT purified froa the 
■ilk of these anisals appears to be fully M-plycosvlated and has a 
biol. activity indistinguishable fros huaan plasaa-derived saterial. 
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115:262768 ***RecoBbinant*** production, secretion* and clotting 
behavior of fibrinogen, and cell line used therein, Redaan. C. i 
Saiar, R. (United States Dept. of Health and Huaan Services, USAL 
U. S. Pat. Appl. US 663380 A0 91898L 32 dp. Avail. NTIS Order No. 
PAT-APPL-7-&&3 389. (Enalish)/ CODEN: XfiXXflV. APPLICATION: US 
91-663380 910304. / 

AB A aethod is provided for fibrinogen prodn. coaprisinn introduction 
into a cell of a mrtfeoabinant*** DMA aol. (or sols.) encodino 
the (preferably huean} ^leha. , B.beta. e and . ***qacB2*** , 
***fihrinogen*** subuni£?>4iisn effeetinn expression of the DMA 
fiol(s). under conditions such that the fibrinosen subunits are 
assesbled into a fibrinogen aol. / The fibrinooen sol. is preferably 
secreted fro§ the cell and is capable of forsinp a throabin-induced 
clot. Fib'rinoQen-crodueino cAls are also provided. Construction 
of expression vectors for fiifirrinouen suburiit prodn. is described, at 
is transfection of COS c^!is with the vectors and prodn. of sinole 
and cosbinations of fitonnopen chains* COS cells which expressed 
single fibrinooen chains\and those which expressed 2 of the chains, 
did not secrete these prote!h»<hit o the sedius, 
COS-. alpha.,. beta... gaasa. cells^smessed and secreted the proteins 
into the aediui. Under nonreducina conditions* the secreted 
fibrinogen chains were cooponents of k hioh-fiol.-wt. (349*000) 
disulfide-linked coaolex: no free fibHnooen chains or intersediate 
products of asseablv t#ere detected m the sediua. In 2 expts,. 2 
.tiaes. 106 COS-.alpha M .beta.,.oas«a. cells secreted an av. of 2.08 
.mi.g fibrinogen/24 h. The clotbfnq behavior of the 
*Hf*reco«binant*£* fibrinogen it described, as is endoglvcosidase-H 
sensitivity of nonsecreted chains/ " 
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115:155812 *£sRecoabinant*s# huian fibrinogen and sulfation of the 
.gaaaa.' chain. Farrell, David H. : Mulvihill, Eileen P.: Huano, 
Shaoaing; Chung, DoainicH, ; Davie, Earl H. (Dep. Biochea. , Univ. 
Hashington^Saattle, HA, 98195, USA). Biochea istry, 30(39). 9414-20 
(English)(i99l) CODEHs B1CHAW. ISSN: 0006-2960, OTHER SOURCES: 
CJACS. 

AB Huaan fibrinogen and the hceodi eerie . qaaaa. ! -chain-conto. variant- 
were expressed in BHK cells using c-DMAs^kno for the .alpha., 
.beta., and .pasca, (or .oaaaa. ! ) chain^K'he fibrinogens rere 
secreted at levels >4 .cv.. i\ (eq of total cell yroteir:)-! dav-1 avA 



fibrinogen ccniu* the .naa-Cisa. 1 chain incorporate*! 35^04 into its 




chains during biosynthesis, Khiie n-j incarceration occurred in the 
protein contp. the .passa. chain. The identity of the sulfated 
. qaaea. ' chain was verified bv its ability to fore dieerc dun no 
clotting. In addn.. carboxvpeptidase Y digestion of the 
***recoabinant*** fibrinogen cento, the . qaaoa. ! chain released 
%5* of the 353 label fros the sulfated chain, and the radioactive 
eaterial was identified as tyrosine O-suifate. These results 
clarify previous findings of the sulfation of tyrosine in husan 
fibrinogen. 
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186:158584 Characterization of the 5 J -flankinq reqion for the husan 
***fibrinogen*£* , mbeta*** « qene. Huber, Philippe: Daleon, 
Jacques; Court ois. Oiliest Laurent, Nonique: Assouline, Zahra; 
Harguerie, Gerard (Lab. Keaatoh. INSERT Grenoble, F 3££41, Fr.L 
Nucleic Acids Res., 15(4), 1615-25 (Enolish) 193?/ CODEN: NARHAB. 
ISSN: 8385-1648. 

AB To identify the possible regulatory seauences in the penetic 
expression of fibrinogen, a husan oenocic DMA library raised in 
. lashda.EMBL 4 phape was screened usino cBNA probes codino for the 
A.alpha., B.heta.. and .uasaa. chains of huetan fibrinooen* The 
entire fibrinopen locus »as characterised and its organization 
analyzed bv leans of hybridization and restriction urasoine. Asonu 
the clones identified, a single ^recoftbinani*** . lasbda. chaut? 
contained the .beta. qene and its 5 1 - and 3' -flanking reuions, A 
1.5-kb fragsent of the intermediate -f lankina reoion ms sequenced 
and SI aappinq expts. revealed 3 transcription start oaints. 
Cob pari son of this sequence with that previously reported for the 
sa»e reqion upstreaa froa the husan . laabda. gene revealed no 
significant hosol., which sugoests that the potential promoting 
sequences of these genes are different. In contrast, coacarison of 
the 5' -flanking regions of huian and rat .beta, genes revealed a 
142-bp sequence of 86* hosol. situated 16-bp uostreaa fros the husan 
.beta. pene. This highly conserved reqion »ay well reoresent a 
potential candidate for a reaulatorv sequence of the husan .beta, 
gene. 
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99:153167 Cloning of fibrinogen qenes and their cBKA. Chunq. Dosinic 
W. ; Rixon, Mark W. i Que, Benito G. \ Davie, Earl U. (Dep. Biochea. , 
Univ. Washington, Seattle. WA, 9S195 4 USA). Ann. N. Y. Acad. 9ci„ 
4«8(HoI. Biol. Fibrinogen Fibrin), 449-56 (English) 1983. CODEN: 
ANYAA9. ISSNi 0877-8923. 

AB The gene for the .beta, -chain of husan fibrinogen was seod. fros a 
huian genoiic DMA library with radiolabeled cDNA for a bovine 
^fibrinogen*** . wwbeta*** .-chain oene. The overall hosol. 
of this probe with huian .beta. -chain Fibrinoqen is . api?rM« 75#, 
Seven of 2 .tises. i% **#recosbinant*** phaoes hybridized 
specifically mth the probe, PKS was extd. and analv2ed bv 
restriction end on uc lease aaDDino and Southern hybridization. 
Electron licroscocic hetereduolen aapoina of the .beta. -chain oave 
size ests. of the 7 intervening sequences {introns) and 8 exons. 
The gene was further characterized, after cloninq in oBR32£. by 
restriction endonuclease aa&ping and nucleotide sequencine. The 
positions at which several introns interrupt the codino reoions 
appear to be related to the functional doaains of the polypeptide 
Over 652 of the gene seauence was del J, « and a putative siunal 
peptide was identified. 
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99:17449 Characterization of a coapleisentarv deoxyribonucleic acid 
coding for the . gaiaa. chain of hutan fibrinopen. Chung, Doainic 
W. ; Chan, Wai Yee? Davie. Earl (Dep. Biochea.. Univ. Washington. 
Seattle, Hft, 98195, USA). Biocheaistry, ££(13), 3259-6 (Enplish) 
1983. CODEN: BICHflW. ISSN: OTHER SOURCES: CJACS. 

AB A no, of cBNAs that encode the .passa, chain of husan fibrinogen 
were isolated fros a liver cMA library bv esoloyinq a svnthetic 
nucleotide lixt. as a probe, One of the pos. clones was then used 
to screen the entire cDNA library of 13. ^recombinants**-* : 
this screening yielded 32? pos. clones for the . oaesa. chain. The 
largest cDMA *$as 1633 base pairs and contained i@ base pairs e? 
p{oly(B) at the 5* end. & ! iich Here followed by 71 base pairs of 
noncoding nucleotides. The next 78 base cairs coded for a leader- 
sequence of £6 asine acids and included a cethionine start signal 
and a typical hydrophobic core. The Following 1233 base oairs coded 
for 411 atino acids that are {present in the nature protein: these 
were Followed by a stoo codon oF TAA. £87 base pairs of noncoding 
nucleotides, a poly (fi) track of 15 base oairs, and ££ base oairs of 
poly(C). Specific regions of the cDNA of the . oassa. chain were 
then compared with the cDNAs for the .alpha, and .beta, chains of 
hutan fibrinogen, 
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99:17447 Characterization of a cotplesentary deoxyribonucleic acid 
coding for the .alpha, chain of hunan fibrinogen. Rixon, 8ark H. } 
Chan, Mai Yee; Davie, Earl M. ; Chung, Doainic M. (Deo. Biochea., 
Univ. Washington, Seattle, MA, 98195 f USA). Biocheaistrv, 22(13), 
3837-44 (English) 1983. C0E€Ns BICHAH. ISSN; OTHER 
SOURCES: CJACS. 

AB A huaan liver cWffi library was screened for the .alpha, chain of 
fibrinogen with a cDNA clone froi the corresponding bovine sol. as a 
hybridization probe. Several husan clones coding for the .alpha, 
chain were identified, and 1 of these was used to rescreen the 
entire cDNA library of i8,8£8 «**recosbinant5*** . Plaseids with 
the largest cDNAs were isolated, and their inserts were sequenced. 
The largest cDNA insert contained £££4 base pairs, including a 
noncoding region at the 5' end that was followed bv a region codi. 
for a signal peptide of 19 (or 16) aaino acids and a cature orete 
of 6£5 aaino acids* a stoo codon of TAB, another noncodinu reoien. 
and a poly (A) tail at the 3' end. Eioht tandee reseats of 39 base 
pairs were obsd. tfhich started with nucleotide 965 (anino acid 
residue £70) and ended with nucleotide 1213 (asine acid residue 
37£). The identity in the nucleotide sequence in the tandes reeeats 
ranged 72-952 when coepared to a consensus sequence. The predicted 
aaino acid sequence for the sature polyoeotide chain was 15 aaino 
acids longer at the C-tertinal end than that of the .alpha, chain 
isolated froa plassa fibrinooen and sequenced. Apparently, ainor 
proteolysis of the C-tersimis of the .aloha, chains had occurred, 
probably during secretion or circulation of the protein in plassa. 

=) 

119:179358 Manufacture of thrombin analogs in transoenic anieal and 
yeast cells. Holly. Richard D. s Foster, Donald C. (Zyaogenetics. 
Inc., USA). PCT Int. fippl. HO 9313208 Al 93B788, 78 po/ BESI8MSTED 
STATES: U: AU. Cfl, FI, JP, NO: RH; AT. BE, CH, BE, BK. ES. F3. GB, 
BR, IE. IT, LU, KC, NL, PT, SE. (Enolig^ CQBENt PIXXE. 
APPLICATION: MO 9£-US11257 921239. PRllW: U? 91-816281 911231; 
US 93-869701 9£KJ3i. 

AB Thrn»Mn anal on t lanrMt>f> nla **n«A>n »annfrf_ fm % fbp^Ai>o>fH r- 



use by expression of the corresoondinq uenes in ^ia^i cell and 




yeast systees. A huean prethroabin cDNA was cloned Pros a liver 
bank and cDNAs for anal ops lack ins tire ula do a a in constructed by 
std. iethods. The deletion analoq cDNA was placed under control of 
SM4@ regulatory eleaents and the sinnal seouence of a huian tissue 
plassinogen activator pene used to direct secretion of the product. 
BHK570 cells transformed with these constructs yielded 3.4-28 .iu.d 
thro»bin/aL aediua. Expression svstess for aniial cells using a 
signal sequence for a peptide cleavable by the KEX2 proteinase of 
Saccharoayces cerevisiae and the KEX2 gene were also constructed* A 
siailar systes was constructed for use of S. cerevisiae as 
expression host. 

128:126149 An aniaal cell line stably expressing a olutaaate receptor 
gene. Andersen. Peter Hoengaard: Rassussen, Jesper Skou: Stidsen. 
Carsten E, : Nielsen, Lars Soeegaard (Novo Nordisk A/S. Den.). PGT 
Int. ftppl. m 9324629 Al S312®i f 25 pp. DESIGNATED STATES: H: JP. 
US; RW: AT, BE, CH, BE, DK, ES, FR, SB. BR, IE. IT, LU, t«. NL PT. 
SE. (English). CODEN: PIXXD2, APPLICATION: NO 93-DK169 930519. 
PRIORITY: DK 92-685 928525. 

AB Masflalian cells transfected with a DMA sequence encoding a protein 
with eleetrophysiol, and phamacol. properties characteristic of a 
glutaaate receptor, or a functional fragsent of the receptor and 
capable of permanently expressing said DNA seuuence are established, 
BHK578 cells were found to stably present a significant 
quisqualate-insensitive nlutaaate-bindinq activity that eav plav a 
role in the stability of the receptor- A eDMA for an ArtPA-bindirm 
glutaaate receptor of rat hipDocaamus or cerebellum was cloned by 
RT/PCR and cloned into the saiaal ian expression vector 
***Zea219b*** For transfection into BKR573 cells, Transforaants 
showed a pharsacol. consistent with the oresence of a flio receptor. 



117:169549 Production of husan , alpha, i-antitrypsin in the silk of 
^transgenic*** sheep and eice: tappet inp expression of cDNA 
sequences to the ***aagaary*** gland. McClenaohan, N. : 
Archibald, A. L; Harris. S. ; Sisons. J, P.: Whitelaw, C. B. A.: 
Hilsut, I. $ Clark, A. J. (Inst. Ania. Physiol. Senet., AFRC, 
Roslin/Midlothianj EH25 9PS, IK). Ania. Biotechnol.. 2(2). 161-76 
(English) 1991, CODEN: ANBTEN. ISSN: 1849-5393. 

117:185316 Targeting expression to the 4HHraaaaary*** gland: 

intronic sequences can enhance the efficiency of oene expression in 
^transgenic*** aice. Hhitelaw. C. Bruce A. : Archibald, Alan L. : 
Harris, Stephen: HcClenaghan. Margaret: Siaons. J. Paul: Clark, A. 
John (Inst. Ania. Physiol. Senet.. AFRC, Roslin/Hidlothian. EH25 
9PS f UK). T ransgenic Res., 1(1). 3-13, (English) 1991. CODEN: 
TRSEES. 

111:116081 Expression of husan ant i-heeophi lie factor IX in the silk of 
**3transgenic*** sheep. Clark, A. L: Besses, H.: Bishop. J. 0.: 
Brown, P.: Harris, S. : Lathe, R. : McClenaohan, H: Prowse. C. : 
Sisons, J. P.: et al. (InsL Ania. PhvsioL ^enet, Rt>s,_ AFRC, 
Edinburoh. EH9 3JQ. UK). Bio/Technolouv. 7(5), 487-92 (Emilish) 
1989. CDDEHs BTCHDA. ISSN: 0733-222X. 
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189:223892 Sene transfer into shseo, Siaons. J. Paul: VJiisut. Ian: 
Clark, A. John: Archibald, Alan L : Bishop John 0.: Laihe. RiiAard 
(Inst. Anli3:ii3782 Rich-level ex ores si on of biologically active huaai 
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Arch i ba Id* Alan L ; NcCl enaohan feruare'fc : H^ms er i a ? c *i son 1 



J. Paul: Clark, ft. John (Inst, ftnia. PhvsioL Genet, Res.. AFRC, 
Roslin/Midlothian. EH25 9PS, UK). Proc. Natl. Acad. Sci. U. 3. ft.. 
87(13), 5178-82 (English) im CODEN: PNASA6. ISSN; 9927-8424- 
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113:56187 Gene expression in the ***oaeBarv*** qland. Karris. 3-: 
KcClenaphan. N. : Sisons. J. P.; hI i. S. ; Clark, A. J. (Inst. nnie. 
Physiol! Genet. Res.. AFRC, Roslin/Midlothian. EH25 9PS. UK). J. 
Reprod. FertiL, 88(2), 797-15 (Enolish) 1999. COBEN: JRPFA4, 
ISSN: 0022-4251. 
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111:110(501 Expression of huaan anti-heaophilie factor IX in the ail!: of 
^transgenic*** sheep. Clark. A. J.: Eessos, H*: BishoD, J. 
Brown. P. 5 Harris. S. : Lathe. R. ; MeClenaahan, R. ; Prowse. C, : 
Sisons. J. P.: et al. (Inst. Anis, Physiol. Genet. Res*. AFRu 
Edinburgh. EH9 3JB ? UK). Bio/Teehncloqv, 7(5). 487-92 CEnalUh; 
1989. COBEN; BTCHDA. ISSN: 6733-222X. 
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109:223892 Gene transfer into sheep. Sisons, J. Paul: Nileut. Ian- 
Clark, A. Johnf Archibald, Alan L: Bishoo. John 0.: Lathe, Richard 
(Inst. Aniii. Physiol. Genet. Res. ? AFRC, Edinburuh. EH9 3JQ. UK) - 
Bio/Technology, 6(2), 179-83 (English) 1988, COBEN: BTCHDA. ISSN:- 
0733-222X. 

92:233597 Docuaent No.: BA93: 121622. INDUCTION OF LHCTDBESCSIS IN 
w*TRANSGENIC**# VIRGIN PIGS EVIDENCE FOR BENE AND INTEGRATION 
SITE-SPECIFIC HORMONAL REGULATION. SHAMAY ft; PURSEL V B: HALL R J: 
HENNIGHAUSEN L NATIONAL INST. HEALTH, BUILDING 10. ROOM 9N113. 
BETHESDA, MD. 20892. HDL ENDOCRINOL. 6 (2). 1992. 191-197. CODENs 
NOENEN: ISSN: 0888-8839. Lanu^oe: English 

L29 ANSWER 12 OF 16 BIOSIS COPYRIGHT 1995 BIOSIS 
92:194662 Docuoent No. : BA93: 105612. PRODUCTION OF HUMAN ALPHA- I 
ANTITRYPSIN IN THE NILK OF ^TRANSGENICS SHEEP AND NICE 
TARGETING EXPRESSION OF CDNA SEQUENCES TO THE ***MSMNAH¥w 
GLAND. HECLENAGHAN Ms ARCHIBALD A L: HARRIS Ss SINDNS J P; HHITELflfi 
CBfl; HILMUT I: CLARK A J. AFRC INST. ANIMAL PHYSIOL. GENETICS. V 
EDINBURGH RESEARCH STATpV^ LIM « MIDLOTHIAN, SCOTLAND EH25 9PS. 
ANIN BIOTECHNOL, 2 (2), I 1991.J161-176. CODENs ANBTEN? ISSN: 
1049-5398. Lanpuaae: EiWi^/ 




